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li is not believed that extensions of lime or tecs art- required beyond those that 

may otherwise bo prov-ded for in document aecompao) xhi rape; , Kuwc-ver, if 

additional fees are due for additional extensions of time or fees set forth in 37 CFR 41,20 

have been increased since they were previous!) paid and are necessary to prevent 

abandonment of Mi application, then such extension? of time are hereby petitioned 

under 37 C.F.R. § 1.1.56(a), and any fees required are hereby authorized to be charged to 

our Deposit Account No. 50-3994. 
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/. Real Party In Interest 

The real party in interest in this appeal is Invitrogen Corporation. 

//. Reiafi. d Appeals tu;i$ Itituf?r*'jict> - 

Nil o:V' sx:cr or p<jrsdhg aopeaK. irs^nesvrort ur ii.dk sal fuxxedkgs a:e 
known to hi- Apptt lantv the Appellants' =egal iepn' t -yi-.Tiiti\i\ t » mnee wl^h may be 
'cUre-i so, oi directly affeU 01 be ereet% Peered b\ or ha\e & bcaung on Boaid\ 
decision in the pending appeal. 

IS. Status of Claims 

Claims 8-13, 56, and 70-75 are pending in the application. 

Claims 1-7, 14-55, and 57-69 have been canceled. 

Claims 8-12, 56 and 70-73 are rejected. 

Claims 13, 74 and 75 are objected to. 

IV. Status of Amendments 

No amendments were filed subsequent to the final rejection. 
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V. Summary of Claimed Subject Matter 

Claim 8 is the sole independent claim involved in this Appeal. The invention 
defined by claim S relates generally to methods of synthesizing polynucleotides in the 
presence of ribonucleases. {See specification at page 2, lines 24-26). More specifically, 
the currently claimed invention relates to methods of synthesizing a nucleic acid 
molecule from a preparation comprising RNA and double-stranded DNA. The claimed 
methods comprise mixing the preparation of RNA and double-stranded DNA with one or 
more DNA polymerases and one or more peptides or polypeptides having ribonuclease 
activity. The peptides or polypeptides having ribonuckase activity are capable of 
degrading single-stranded RNA. The claimed methods further comprise incubating the 
mixture under conditions sufficient to synthesize a nucleic acid molecule complementary 
to all or a portion of the double-stranded DNA and under which die peptides or 
polypeptides having ribonuclease activity degrade the single-stranded RNA. 

Support for claim 8 can be found throughout the specification, for example, at 
page 3, lines 18-26 through page 4, lines 1 • 14: at page 1 1 , lines 21-23; at page 12, lines 
21-23; at page 13, lines 1-9 and 13-16; at page 15, lines 10-12; at page 15, lines 23 
through page 16, lines 1-12; at page 18, line 5 through page 19, line 5; and in Example i 
at page 25, line 15 tinough page 27, line 13. 



Grounds of Rejection to he Reviewed on Appeal 

There are two grounds of rejec tion to be reviewed on appeal: 
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Ground 1: Ciatrns $-12. 56 and 70-73 were rejected under 35 U.S.C. § 102(b) as 
being anticipated by Major, Biotechmques 12:40-43 (1992) (Exhibit 1), as evidenced by 
Deana and Belasco, Mot, Microbiol. .>/: J205 -1217 (20(4) (Exhibit 5). 

Ground 2; Claims 8-12, 56. 70, 71. and 73 stand rejected under 35 U.S.C. 
103(a), sri being unpatentable over Major. Biotrehmques 72:40-43 (1992) (Exhibit 1 ) and 
Maudru et a!., J. Vimiogicol Methods <56:247-26i (1997) (Exhibit 2). Appellants have 
traversed this rejection. 

VII. Argument 

A, Ground 1: Anticipation 

L Legal Standard for A nticipatian 
Under 35 USC § 102, a claim can only be anticipated if every- element is the 
claim is expressly or inherently disclosed in a single prior art reference. See Kahnan v. 
Kimberfy Clark Corp., 713 P.2d 760, 771 (Fed. Cir. 1983), cert, denied, 465 U.S. 1026 
(1984); see also PPG Industries. Inc. v. Guardian Industries Corp., 75 P.3d 1558, 1566 
(Fed. Cir. 1996) ("[t]o anticipate a claim, a reference must disclose every element of the 
challenged claim ar-d enable one skilled in the art to make the anticipating subject 
matter,") 

Inherent disclosures oi a prior art reference may be relied upon in a rejection of 
claims under § 102. See In re Napier. 55 F.?d 610. 613, 34 USPQ2d 1782, 1784 (Fed. 
Cii. 1995} ("The inherent teaching of a prior art reference, a question of fact, arises both 
in the context of anticipation and obviousness.") See also fa re Gmsseili, 713 F.2d 731, 
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7^. 1 SFO 7o9, U<ee < "ir 19^) \ w-eeiNM H$td an i rhe<>ij ol :;.herenc>, 
hvwe'.er r:i;st bo .souortec bv "a Kjs^ in t"a<.: diiow tedsnLal ioa*>r;-ig t-> :ea.X'uabIy 
d^ppo;t Uk daerzv ration thar the aiV^cdiy inhered ehaiaaen t ™ic ^os^vdiy. iW,? 
f:om the teachings of the aprhec pnoi art." Fxparv Lev,, : USPQ2d 14f-:. 146- iBd 
Pat. App. & Inter. 1990). 

{«> i «*? Slaior Reference 

"~ V L K v v > N I K { 3 , \ 1 .Ulffl' ^ i 

^ ^ ^ ^ ol ts t ^ iu e iJ t d! s k -ii 

J u l }<. t h ^rs <. ic <. nr H e i ^ s » n l v <"e t 

^ rn. > t \ ( "r \\ " ^ ti u U£ l te 3 <_ *his >^ st it 

P* i + >- o s u <x ur ^ s i tc "* 'irni ] vjc U<. »f ^ u i s 

h 5t * d " ii u iu o' 'i- eiij i <=> c 1 ind "mu 

>Cv v h i -i r J ^ e 1 1 j ~r (('s a >se > *h 

c ls i m.. i ic Li t \ f-iv aui ^ ^ o *„ v 

column. 

Counter to this expectation. Major observed In his assay ihat "Even bacteria] 
colony lysates showed clear negative results with a;] three SMerminal rn Ismatches; 
however T:T roisnxatches gave some extra minor bands." See Major at page 42, bottom 
center column. Thus, Major attributed the "extra minor bands" to amplication products 
produced from oligonucleotides that have 3-terminal nucleotide mismatches. Mai or also 
noted that other researchers had observed PCR amplification despite the presence of a 3'- 
terminal nucleotide mismatch. Sec Major at page 42, center column (citing Wu et 
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r S:999-]0O5 (1990 si 
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a F,'^ jLv S Povttor "fit* Zes'teit to the § ft^tpcucn 

Rejection 

< art i paL< „ it v< tit n i-. > -eJ "t Ik * ^ ar\ re* ■» po- i<t> t . 

*■ 5 tacL^s ai Jn, ui \ - ^ t „u -^ubcsis 
i tkiv 5v u T lolwuk ,r(> * pre a ™u.i r c on* > m ^ R\ a 
il. <. i \ ! si'* v>ta ON \ aid ne* od t.o ' i'si; n .vn; 
* c .lui^ofiH^r nio m ,rson r\A. x^'teio*- <■ mi 

synthesize a nucieic acid moiecuse compiemeroary to all or 
a portion of a template nucleic acid molecule. The method 
taught by Major specifically involves PCR amplification, 
using Taq DNA polymerase, of a DNA fragment from the 
expression plasroid, pBlueseript 1 1 SK{ either sampled 
directly from JMI09 E. coii colonies or fro-n a bacterial 
plasmid isolate. 

lOfiko Actual dated July 25, 2006. page 3 J. The Examiner has not argsied that the 
Maj^r refeitnce teaches ike use of a ribonuclea&e in a nucleic acid synthesis reaction. 



The inclusion of ribonuclease in the mixture taught by 
Major is evidenced by Dearsa Beiasco fMol. Microbiology, 
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Vol 51 No. 4, pp 12054217, 2004.) who teach that £. coti 
inherently comprise a number ofRnases thai are capable of 
degrading single stranded UNA. 

(Office Action dated July 25, 2006, page 3). Thus, the anticipation rejection is based on 

a theory of inherent anticipation by the Major reference, and relies upon the Deana and 

Belasco reference as a supporting secondary reference. 

4. The Appellants' Position With Respect to the Anticipation 
Rejection 

The Major reference does not anticipate the currently pending claims. Major 
discloses ?CR- based assays using either bacterial lysate or mini-prep DNA as starting 
material. See Major, page 42, top left column, and Fig. 2. Specifically, the PCR-hased 
assays described in the Major reference contained: 

10 roM Tris-HCi fpH 8.3 at 25"'C). 50 mM KCi, 1.5 mM 
MgCi2, 0.01% (wt/vol) gelatin, 200 pM of each of the four 
deoxymxeieotide triphosphates (dNTPs), i iiM of each 
primer, 1-5 ng or mini-prep template DNA or 10 f& of 
clarified bacteria! colony lysate as described, 0.25 units of 
Perfect Match and 1.25 units of Tag DNA polymerase. 

See Major, page 40, top right column, emphasis added. The Examiner's position seems 

to be that the "clarified bacterial colony lysate" used in the Major reference inherently 

contains RNases. However, because a clarified bacterial colony lysate does not 

necessarily contain RNAases, the Deana and Belasco reference does not support the 

Examiners inherent anticipation argument. 

Moreover, even if the Examiner's inherent anticipation argument is correct, there 
is nothing in the Major reference that teaches mixing a preparation comprising RNA and 
double-stranded DNA with one or more DNA polymerases and one or more peptides or 
polypeptides having ribonuclease activity, as specified by the currently pending claims, 
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The Major reference discloses the addition of a DMA polymerase to a sample 
(i.e., clarified bacterial colony lysate), which may (or may not) contain an RNase. 
Adding a DMA polymerase to a biological sample that already contains an RNase. where 
the RNase is derived from the cellular source of the sample, is clearly distinct from 
mixing the sample with a DNA polymerase and an RNase, as required by the present 
claims. Thus, regardless of whether E. coli inherently contain RNases, the Major 
reference does not teach a method that includes all of the steps that are encompassed by 
trie currently presented claims. 

B. Ground 2: Obviousness 

I ega Star dm J for Obv ott^f^ i * 
b pKv,cedn i,s be: j *, ?u. J * i u T v «ae? u«l Oi~c<., <be f\«m r ^ tx. ^ tl,e 
buxde^j g: Cital sg a pn ,v .aci^ t<iso ;f o><o^ .c - o^J up^n toe ,v,a>- zr v< ?»' 
/ /^i/vt »,* "I s t 2c 8, " V l-7\ USrC "^5. ~"- s - (Tec O r To ^eet x < 

h^rcu\ trv a r.ic, mu\ \?* s<V A * ice e 1 c .icut-. i ' o 4 trc c\crm L,r Utt 

»w>. 'ou jW t>> the t o, ft NV t />< 'i ito M> " 2d V s -:, v^-i "5, 

v <y>^ ssj ^? !('CPA ,«\t -V /. . t u f .<«' 28^ f *q iu< V 1 -42 t>2 
Js~\>2 ' K** 11^- Fer, C\- 2'iiO ^mduu. c c enr not o^'oas "K\ iasc t'ic y o* a^t 
aid o< + e-c* Sire o io.vs of aJics'\t' at ,n tre v.< .m) />? ^ < >; ; *a 

Nil 2H v ^>02d .i-^"* ilei l^ 1- ; fining > v la/r hot » 

oecd se TV o io. cu < h J „h\ te £ u - J' cLf ',rAoOis N N?to\i, there n^t V so.' c 
-iiL c e-t j , >i rxV-tuor utK ,i se,eien< es v >k ti-ci\l u - ve kms.-e^ 
.c-rci^ . 2 a-> e * > cm- oi < Air "\ s£ u m t\c a t, , s m a<S :V ie f i^.e vr I" 
cor2; »^e »e*v. c .co teaching ot. In >c Ro tt, t \ >• . c 0 ~~ v <:p v 2u 
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1457-58 (Fed. Cir. 1998). Third. There must.be a reasonable expectation of success. See 
In re Merck & Co., Inc., 800 F,2d 1091. 231 USPQ 375 (Fed, Cir.1986). The teaching or 
suggestion to make the claimed combination and the reasonable expectation of success 
must both be found in the prior art, not in Applicants' disclosure. See In re Vaeck. 947 
F. 2d 488, 20 USPQ2d 1438 (Fed. Cir. 1991). 

Evidence of a suggestion, teaching, or motivation to combine prior ait references 
may fluw, imer alia, from the references themselves, the knowledge of one of ordinary 
skill in the art, or iron; the nature of the problem to be solved. See Jr. re Dembiczah. 175 
F.3d 994. 999, 50 USPQ2d 1614, 1617 {Fed. Cir. 1999). Although a reference need not 
expressly teach that the disclosure contained therein should be combined with another. 
see Motorola. Inc. v. Inierdigital Tech. Corp., 12! F.3d 1461. 1472, 43 USPQ2d 1418, 
14S9 {Fed. Cir. i 997), the showing of combinabiiity, in whatever form, must 
nevertheless be "clear and particular," Dembiczak, 175 F.3d at 999, 50 USPQ2d at 1 617. 
"Board conciasory statements regarding the teaching of multiple references, standing 
alone, are not evidence." Id., 175 F.3d at 999., 50 USPQ2d at 1617, see also In re 
Koizab, 217 F.3d 1365, 1371, 55 USPQ.M 1313, 1318 (Ted. Cir. 2000} ("particular 
findings must be made as to the reason the skilled artisan, with no knowledge of the 
claimed invention, would have selected these components for combination in the manner 
claimed,") 

2. The References Cited In Support of the Obviousness Rejection 

(a) The Major Reference 

The Major Reference is discussed in Section VIl.A,2(a), above. 

(b) The .Mmsdm Reference 

10 
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The Maudru reference discloses an assay for delecting the presence of retroviral 
reverse transcriptases in a sample. See Maudru, sentence bridging pages M7-248. The 
assay involves a reverse transcription step in which a sample suspected of containing a 
retroviral reverse transcriptase is combined with an RNA template. Any cDNA 
produced is then amplified by PCR using a DNA polymerase. See Maudru at page 248, 
left column. 'Hie principle behind ihis assay is that only samples that contain a retroviral 
reverse transcriptase should produce cDNA and consequently PCR-ampliffed DNA, 
while samples that do not contain a retroviral reverse transcriptase should produce no 
cDNA and consequently no PCR-amplified DNA. 

Counter to this expectation, Maudru observed that "background" PCR 
amplification can occur even when cDNA is not produced from the reverse transcription 
step; as in control reactions that contain no retroviral reverse transcriptase. See Madru at 
page 256, left column. Maudru observed that this "background" could be eliminated by 
treating the sample with a ribonuclease to degrade the RNA template before adding the 
DNA polymerase for the PCR amplification step. See Maudru at page 258, left column. 
Thus, Maudru attributes the background amplification products to an intrinsic RNA- 
dependent DNA poiymerase (i.e., reverse transcriptase) activity of the AmpliTaq DNA 
polymerase used in the assay. See Maudru at page 256, left column, 

3. The Examiner's Position With Respect to the Obviousness 
Rejection 

The outstanding obviousness rejection is based on the Examiner's assertions that 

(J 2 a person of ordinary skill in the &n would have attributed the "extra minor bauds" 
mentioned in the Major reference to the presence of contaminating RNA in the reactions; 
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,md t2) that a pc^rs or ordkurv <JkdI in the air would h:rw he??- motived io inciude a 
n bonne ka^c uigesion s^tep m me M'^lor as?4} based on Maudiu's ttachmg that "the 
background signal *n a similar a&s-ay was found to be due to an imnusie RNA-dc pendent 
DNA polymerase jetivm of the T u y DNA pohmerase." Speciiicaiiy, the Examiner has 
stated that: 



While Major does not attribute background difficulties to 
contaminating RNA, one of skill in the art would realize 
that given the employment of the method of Major to 
bacterial lysates, there would be a substantial amount of 
background RNA in the preparation. This knowledge in 
combination with thai taiight by Maudru et al. stating that 
the background signal in a similar assay was found to be 
due to an intrinsic RNA-depertdent DNA polymerase 
activity of the Tag DNA polymerase would lead one of 
skill in the art who was attempting to successfully use a 
FOR method to screen for small mutations to include a 
ribonuclease digestion step prior to PCR amplification as a 
means of making the assay more sensit-ve. In support of 
the above, applicants attention is drawn to Major, page 42, 
middle column, which fLues "the present results indicate 
that all three possible terminal T mismatches can be 
equally discriminated under standard PCR conditions, 
especially when using mini-prep DNA". Such a statement 
clearly supports that even Major recognized the taught 
method had different results or sensitivities depending on 
the template used (noting the reference to "especially"), 
although Major did not comment on the specific difference 
of the two different types of template preparations. One of 
skill in the art would understand that the difference was 
likeh thv presence of comaumutiije mafenal, such as 
RNA. 

See Office Action dated March 17, 2004 at pages 8-9 (emphasis in original). 

4. The Appellants' Position With Respect to the Obviousness 
Rejection 

Claims 8-12. 56, 70, 71 and 73 are not obvious over the Major and Maadru 
references. 
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(a) The Examiner's Argument That a Perv&n of Ordinary 
Skill ui the Art Would Have Attributed the "Extra Minor 
Bands" Mentioned in the Major Rejerence ft the 
Presence of Contiimwaiing RX.4 in the React'om is 
incorrect 

\? discussed above, Maj->- himself chc not attribute the "extra maiy- bands" that 
Ih- observed H his kssay to cuuuuninaii^g kNA Rather he atfnbt:iLd the ~ l fYtr3 minor 
ban-. I;" to ampIifeaUorj product!, produced fiom oligonecle! -tides thai r.a\e ''-torminai 
nuclroOOe mismatches. See Major at par;e 42. boir.jm center coiutun. vhn-r's 
s-hsbe^or- js cuu^itent wirh the observations of othor u-seanrhus who he noted had 
opened ?CR ampliation de^te the presence of a 3' temnnal nucleate mismatch, 
See Major a J . page 42, eenttr eolnm:i luting ^Va a at., P?uc Xjt? Acad Sa LSA 
oV> ?">7-2~o0 S : and Kv o,: t -r ,<</., AVe/ .4, i.fr to 1 <-ooo. ; 005 » 1990 i i. 

Otsi Uie t3et ihj: Majci hmvtk. in a manner consistent with the orser. aliens 
v\i-h othei , attributed the "cxtia mmoi band?" to gornethicy < ?het than eoniaminating 
KN'A. t : ie Kxaw.ef s r>< sition js: { I) that .i person oi oidmary skid ir the art *oukl ha\e 
recogr.K'fd that bacterial colony ij sates contain a .substantial arr-oarit -.>f RKA, il) thai 
Malfs indicates that better cKcrirr-lnahon ot terminal 1 irismatehcs was obtained using 
\iird-pRp ON \ than vvith bacterid colon) i) sates; and therefore shat (.'} a pe^on of 
ordinary sk-il ia the art vvouSd hs\c attributed the difitroroe jr terminal T raismateh 
diseiimincmon to tht prfser.ee of RNA in bacterial <.t>iony sysates. 

the bxrtvntn.-r's r^asonsng :s flawed and cannot sarport a pnvu, ucit case of 
obs iousnesi- b irst, persons • -f cidinary sbl! in Uk- ar t v, oiikl hd\ e appreciated at the ome 
of the esYeett\e filing date of the rtesenr application that bacterial colon> X^tes .ontah 
many faetors other t;:an RNA U- y: , protein, s sits, lipids, oignahng rootecates. etc.;-, and 
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ti a rik^s ,/iciii)i,vJ(M., -xxfun x. d -\ p-x. vr.^ o > •> 5 cV ->gk\A 

< v i ^ * r ^ cL-w ' xr & »> v ,te » r» »K h J t .so ,. A Uay^d Di\ \ m CR l„x xra 
piwL<s UyiiteNto ^rJe^vii suloi. ^ i> -^sa pd w 100' (t io' ^ 
>x g t-sesir-pt /AA m ) cL < n pxili aoor ^ i.>V,_.x v tx Nx_ 

HHJLfi o e p -mo r.^^Uii. ^ ij knin t n <1e< d<^ ^vk J ;u 

100 ^ht ^o.-m .'~V ,w u j 1 tfe U ( of tepi.u js», urf ..fusi,! 
riiL^.'ir iiicspUw c th. w fswdiiV .wleai a h H at* " £v o^ 
^ j.but J tnese f vrs xx k 1 icx "x, x l =.xx x-ss^xt o x to f a^>'s -lur , - a\ ' 
t .ncv^itt**- o u ..c V ^x" \%>o n paje ICi a toii^m <kvi* 

lk x - Vc- i fs k ek-.. \n f ) LlCxxh KN'' uu,j w '.->e x v a la-n ^ 1 oi e 
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x>v,-v t t i v^t 5 ^ n x nj * i e ^ ^ + m \, hi. 

'i-^ ^Hi i ii h i* v i f.-'ni h ; + ci Ji 5 vj A in i nf* i p es 

i ^ t \ ^\ pe son o id" i u ~ o U vs. 

a 1 i'-vl ak,. -tt > V f a i J\ A. ^ t- h <- o t, o it » " <, n a a m u » 
Iwim^i i ^Jstutsci o' * e> " ors p it u ^ nfi oi t ^ u*- m ss « ^ i 
^ " H v H t « v. A , T v, i n cx.n tfHi \! P ^ i 

D\\ Se i t.m_vs ■« ^ i v b„i •< r? ci o u ^ Tc n v_ t < 

J Ovilu ^ I M ' ( ( h ' J Ul ! ks il l ^ ! \^jt 4l r )r 

e u i < i v. i" I ^ v f <. i in * it * Vt> ^ K "pi >. <. e i iv t 

lusciKt. oi *<* a M- ^ i) 'n ^ i n <. < ».e "\L'( i ^ ^ 

' ^ ^' v ^ -Ji^ J 1 4 kli <.t u^s < it: Si s t 

s ^s^ * at R\\ <.„ "t. 1 - t h is i ^ - Th s 

lfl ( ! IE 1 ski * t \<. u 1 5 > "(.^if <. f e s tik.rv s v Lt * 

jsuu u v o \ ijo iMi, n <^TNA.trb c cmw 

lysates. 

The Hxann^er has primed no cMj.nv.-e v.batsoeu'j to irdxatt- that, at the tbie 
of tbe e::c.ti\e fiLng date nf the present application. pt':s.-sio ^kudman skill in tht art 
would have replied R\A at' a facto; v,bx-h n ; ,e,iu iEitrierv.- with -uciek- acid synthesis- 
rtaotK-ns hi fjK-t. Apj^Uam,; n«re fba: ;he .-nly documc-.J of record ila; indicates, ths 
RNA can H5k-: Tert- with nucleic at id sy^Vi^f ss Applicant' on r< :pj, spc u'aoi, See, eg, 
H^.Sk&iif^i a; : ag<. 2. hum Appbcante' own .specification, however, cannoE be 
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used :o t-sfcsl ! >sh 'i pa tru h/^u ea^e of < >l\ io^r.css iVc: /<.> re I ace,'., 9-7 1 2 J ^88 ;>o 
hSPO^i 1438 (Fee. Or. '991;. 

The hAasnsnet has nor pomied t< Evidence Nippon the cotuemion that, 
despite the laire ntnibcr and \atL.-:v f^ct.H3 that w Kend in bacterial colony lysates 
dnd not i\ nimi-pr-p ONA, .3 p^son of ordinary sbli in tre art ^ousd haw bcueved that 
RNA ua* the specie h^or which caused the differ -ice ,n tenrsrul T misrnakh 
d<. eniruiauon reen'sorx-d in Major Since rhss contention :s uic hasss of the ob\ lousncss 
rejection ard there ,s no ^\ id^cctj to 3 uppon U, apm-h? fjac case o r ob\ l<.usi«s has not 
been, established. 

f6j The Examiner's Argument That a Person of Ordinary 
Skill in the 4rt Would Have Been Motivated to 2'ielude a 
Rihtmudeuse Digestion Step in the Major Atstir Based 
out Afaudrti'i, Teaching that 'The Background Siqnui in 
a S-niiar Away ff «.v Found m & Due to n?t Intrinsic 
MMA-Depaidet't DMA Polymerase Activity of the Taq 
D V-i Polymerase" is lin-an ee* 

The Ma, or crd Mandn* :cfc:enee teJaic to ser\ difiVicfrt, non-analogous. assa> 

sysiurs, and persoie of Oidinai> skil in the ail wouM ha\c Lad ro motnation to 

associate or cwnhne :hen teach-T^o 1 cr: lemoro, NUudiu attribute the ptesence <-f 

bac^MCiid amplification p-oducis in an acaay deigned is detect tewst ira:is-ciiptsics 

to an intrinsic RN <\ -dependent D>,A p- >h } mtrase .11 rtvhs of the ON V pohroerjse used ro 

the assa\ sVec hackgio-r.d amplification prodti,.::, ante l oi a eonrpkteh .hifercet 

season than tie ''eMra tmnoi bands" ine~nioivd in Msm, wh-ch wen.' called bv the 

e\te:^!on of ptsiners ha\i:ig a 3 - -terriinai rtusraalch. Be.a,.st the background 

amplification products ::i VLudra anse fci an entire!) d;££eiutf rta^on than the ''cxim 

irmor hand?" opened in the Major assav, pew-ns .<f Oidriaij, skill in the art wouid n« t 
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.have been motivated to apply Maudra's strategy to reduce background amplification to 
address 1 the shone-. 'rmng of the Major \ a^e,' That 13, peisfjiiti of ordinary skJI so the art 
vvoald not have been motived u>e a stiategy :>hmvn u> be effective to eliminate 
background aiepiMleatior. caused by an inUicni RNA-dcpcndsr.r DNA pohnwiase 
activity to 'iddrussj the ptesenee of "extra minor hands'" called by tht: exKnsion of 
primers having "-VrrniiKJ rdsir.avhes obe;r\ed :n the Ma^or'i assays Person of 
oidinary skiI" in xht art would net have attribute! the "extra minoi bands'' caused by the 
extension of pi h-ncrs having 3'-tt;rmnia: rdsrnatches to an RNA-dopendent DNA 
pu-yirseruse action of Tuq po'^ratrahc. r^peeially snxe f&s dLcussod abo^e) seer 
exrena-er- ^as known t>- oivur <n system:-, '.hat iack RNA t rms. a person of o^d-nary 
skHi m th*. art wocld not ha\o been moirvated to eorabsne the r boaac^easo treatnitni t*tep 
of Maitdm v.,.b the asbay ol Major. 
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C, Conclusion 

In view of the forgoing discussion, Appellants respectfully submit that the subject 
matter defined by claims 8-12, 56., 70, 71 and 73 is novel and non-obvious over the cited 
m and that the Examiner has not met the burden of establishing a prima facie ease of 
anticipation or obviousness. Accordingly. Appellants respectfully request that {he Board 
reverses the Examiner's rejections of these claims under 35 U.S.C. §§ 102 and 103 and 
remand this application for issue. 

Respectfully submitted, 



■Natalie A. Davis,'' 

Natalie A. Davis 
Agent for Applicants 
Reg. No. 53.84*) 
Ph: 760-268-7469 



Date: October 24, 2006 
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Fill, Claims Appendix 

S. A method for synthesizsng a. nucleic acid molecule from a preparation 
comprising RNA and doable-ihmdc-J DNA, said method coniprismg: 

a) mixing the preparation wirh one or more DNA. polymerases, and one or mure 
peptides or polypeptides having ribonuc lease activity, wherein sal J peptides or 
polypeptides having; rihonuciease acthiiy are capable of degrading single -stranded RXa; 
and 

bi ineubat-ni t,aid mixture under conditions sufficient to synthesize a nucleic acta 
molt-euic complementary to all or a portion of said douhlc-^tranded DNA and under 
Vvhiv.n said peptides or polypeptides having ribon urease 'jetnity degrade said singk- 

stnmded RN A, 

9. The method according to claim 8. wherein said peptide or polypeptide 
having riboiracleue activity is delected from the group consisting of: RNase A, .RNase 
Ti, RNase S, RNase 8, RNase C\ RNase T2 and enzymaticaliy active fragments, 
variants, derivatives or mutants thereof. 

10. The method according to claim 8, wherein said mixture further 
comprises one or more components selected from the group consisting of: a! at least one 
nucleotide; b) at least one suitable buffer for nucleic acid synthesis; and c) at least one 
primer. 
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31, The method according to claim 8, wherein said DNA polymerase is 

thermostable, 

12. The method according to claim 11, wherein said thermostable DNA 
polymerase is selected from the group consisting of: Taq DN A polymerase, Tne DNA 
polymerase, Ik DNA polymerase, Tth DNA polymerase. Tli DNA polymerase, Pfu 
DNA polymerase, Pyrococcus species G8-D DNA polymerase, Pwo DNA polymerase, 
Bst DNA polymerase, Bca DNA polymerase, Tfl DNA polymerase and enzymaticaily 
active fragments;, variants, derivatives or mutants thereof. 

13. The method according to claim 10, wherein one or more of said 
nucleotides are detectafoly labeled. 

56. The method of claim 8, wherein said preparation is from any cell or 
tissue selected from the group consisting of bacteria; insect; bird; fish; plant; yeast; 
prokaryote; eukaryote; and mammals. 

70, A method according to claim 8, wherein said double-stranded DNA 
comprises as expression vector. 

71, A method according to claim 8, wherein said double-stranded DNA 
comprises a cloning vector. 
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"2 A nivOoJ a^xr.iiag U- U.-m S. vhtuw s~?d ccubk- tL.^&t T>S\ 
comprises genomic DNA. 

73. A method according to claim 8, wherein said double-stranded DNA 
comprises a plasmid or a cosmid. 

74. A met&od according to claim 8, wherein said double-stranded DNA 
comprises vital DNA, 

75. A method according to claim 8, wherein said double-stranded DNA 
comprises phage DNA, 
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IX, Evidence Appendix 



Exhibit 


Title of Exhibit 


Location m Record 


Exhibit 1 


Major, Biorechniques 12:40-4? (1992) 


Cited by Examiner in Office Action 
dated February ! 1 , 2003 


Exhibit 2 


Maudru et a!., J. Virol ogicat Methods 
66: 247-261 (1997) 


Cited by Examiner in Office Action 
dated iam-ary 2, 2001 


Exhibit 3 


Kwok ti al., Nuci. Acids Res. 1 8:999- 
1005(1990? 


Submitted by AoplscEii^s with 
Amendment and Reply Filed on. 
June 1 7. 2004, entry of which was 
directed by wc*v o^R.sc|nest fb^ 
Continued Examination., tiled on 
September 8, 2004 


Exhibit 4 


Charlies. Ch. 12 in PCR Technology 
Current' imiovario/is, pp. 50 1-106 
(1994 


Submitted by Applicants with 
Amendment and Reply Filed on 
June 17, 2004, e titty of which was 
directed by way of Requfcot for 
Continued Examination, ft led on 
September 8. 2004 j 


Exhibit 5 


Deana and Belasco, A<W. Microbiol . 
51 ; 1205-121 7 (2004) 


Cited by Exatr-iner in Office Action 
dated July 25. 2006 
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X. Related Proceedings Appendix 



None. 
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